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THIRD PRELIMINARY AMENDMENT 

Dear Sir: 

Prior to examination of the subject application, Applicants request that the Examiner enter the 
following amendments. It is believed that no additional fee is due for filing this amendment. If, 
however, any fee should become due or credit become payable during the pendency of these 
proceedings, the Examiner is authorized to charge or credit the same to deposit account number 50- 
1273. 

AMENDMENTS 

In the Claims 

Please add new claims as follows: 
—14. (New) A pharmaceutical composition comprising a compound of Formula I: 
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Formula I 

wherein: 

V, W and W are independently selected from the group consisting of hydrogen, alkyl, aralkyl, 
alicyclic, aryl, substituted aryl, heteroaryl, substituted heteroaryl, 1-alkenyl, and 1-alkynyl; or 

together V and Z are connected via an additional 3-5 atoms to form a cyclic group containing 5-7 
atoms, wherein the cyclic group optionally contains one heteroatom and is substituted with a hydroxy, 
acyloxy, alkoxycarbonyloxy, or aryloxycarbonyloxy group attached to a carbon atom that is three atoms 
away from both oxygen atoms that are attached to the phosphorus atom; or 

together V and Z are connected via an additional 3-5 atoms to form a cyclic group wherein the 
cyclic group optionally contains one heteroatom, and is fused to an aryl group, at the beta and gamma 
position to the oxygen attached to the phosphorus; or 

together V and W are connected via an additional three carbon atoms to form an optionally 
substituted cyclic group containing six carbon atoms and is optionally substituted with one substituent 
selected from the group consisting of hydroxy, acyloxy, alkoxycarbonyloxy, alkylthiocarbonyloxy, and 
aryloxycarbonyloxy groups, wherein such substituent is attached to one of said carbon atoms that is 
three atoms away from an oxygen attached to^the phosphorus atom; or 

together Z and W are connected via an additional 3-5 atoms to form a cyclic group, optionally 
containing one heteroatom, and V must be aryl, substituted aryl, heteroaryl, or substituted heteroaryl; 

together W and W are connected via an additional 2-5 atoms to form a cyclic group, optionally 
containing 0-2 heteroatoms, and V must be aryl, substituted aryl, heteroaryl, or substituted heteroaryl; or 

Z is selected from -CHR 2 OH, -CHR 2 OC(0)R 3 , -CHR 2 OC(S)R 3 , -CHR 2 OC(S)OR 3 , 
-CHR 2 OC(0)SR 3 , -CHR 2 OC0 2 R 3 , -OR 2 , -SR 2 , -CHR 2 N 3 , -CH 2 (aryl), -CH(aryl)OH, 
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-CH(CH=CR 2 2 )OH, -CH(<>CR 2 )OH, -R 2 , -NR 2 2 , -OC(0)R 3 , -OC0 2 R 3 , -SC(0)R 3 , 
-SC0 2 R 3 , -NHC(0)R 2 , -NHC0 2 R 3 , -CH 2 NH(aryl), -(CH 2 ) p OR 12 , and -(CH 2 ) P SR 12 ; 

R 2 is selected from the group consisting of R 3 and hydrogen; 

R 3 is selected from the group consisting of alkyl, aryl, alicyclic, and ar alky 1; 

R 12 is selected from the group consisting of hydrogen, and lower acyl; and 

p is an interger 2 or 3; 

with the provisos that: 

a) V, Z, W 5 and W are not all hydrogen; and 

b) when Z is -R 2 , then at least one of V, W, and W is not hydrogen, alkyl, aralkyl, or 
alicyclic; and 

. M is selected from the group that, attached to P0 3 , P 2 0 6 3 ", or PsO/", is biologically active in 
vivo and that is attached to the phosphorus atom in Formula I via a carbon atom, with the proviso that 
MPO3 2 " is not an FBPase inhibitor; 

wherein said compound of Formula I is converted to MPO3H2 by human liver microsomes; 

pharmaceutically acceptable prodrugs and salts of Formula I; 

and a pharmaceutically acceptable excipient. 

15. (New) A pharmaceutical composition comprising a compound of Formula I: 




W W 



Formula I 

wherein: 

V, W and W are independently selected from the group consisting of hydrogen, alkyl, aralkyl, 
alicyclic, aryl, substituted aryl, heteroaryl, substituted heteroaryl, 1-alkenyl, and 1-alkynyl; or 
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- together V and Z are connected via an additional 3-5 atoms to form a cyclic group containing 5-7 
atoms, wherein the cyclic group optionally contains one heteroatom and is substituted with a hydroxy, 
acyloxy, alkoxycarbonyloxy, or aryloxycarbonyloxy group attached to a carbon atom that is three atoms 
away from both oxygen atoms that are attached to the phosphorus atom; or 

together V and Z are connected via an additional 3-5 atoms to form a cyclic group wherein the 
cyclic group optionally contains one heteroatom, and is fused to an aryl group, at the beta and gamma 
position to the oxygen attached to the phosphorus; or 

together. V and W are connected via an additional three carbon atoms to form an optionally 
substituted cyclic group containing six carbon atoms and is optionally substituted with one substituent 
selected from the group consisting of hydroxy, acyloxy, alkoxycarbonyloxy, alkylthiocarbonyloxy, and 
aryloxycarbonyloxy groups, wherein such substituent is attached to one of said carbon atoms that is 
three atoms away from an oxygen attached to the phosphorus atom; or 

together Z and W are connected via an additional 3-5 atoms to form a cyclic group, optionally 
containing one heteroatom, and V must be aryl, substituted aryl, heteroaryl, or substituted heteroaryl; 

together W and W are connected via an additional 2-5 atoms to form a cyclic group, optionally 
containing 0-2 heteroatoms, and V must be aryl, substituted aryl, heteroaryl, or substituted heteroaryl; or 

Z is selected from -CHR 2 OH, ~CHR 2 OC(0)R 3 , -CHR 2 OC(S)R 3 , -CHR 2 OC(S)OR 3 , 
-CHR 2 OC(0)SR 3 , -CHR 2 OC0 2 R 3 , -OR 2 , -SR 2 , -CHR 2 N 3 , -CH 2 (aryl), -CH(aryl)OH, 
-CH(CH=CR 2 2 )OH, -CH(C^CR 2 )OH, -R 2 , ~NR 2 2 , -OC(0)R 3 , -OC0 2 R 3 , -SC(0)R 3 , 
-SC0 2 R 3 , -NHC(0)R 2 , -NHC0 2 R 3 , -CH 2 NH(aryl) 5 -(CH 2 )pOR 12 , and -(CH 2 ) P SR 12 ; 

R is selected from the group consisting of R and hydrogen; 

R 3 is selected from the group consisting of alkyl, aryl, alicyclic, and aralkyl; 

R 12 is selected from the group consisting of hydrogen, and lower acyl; and 

p is an interger 2 or 3; 

with the provisos that: 

a) V, Z, W, and W are not all hydrogen; and 

b) when Z is -R 2 , then at least one of V, W, and W is not hydrogen, alkyl, aralkyl, or 
alicyclic; and 
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M is selected from the group that, attached to P0 3 2 ~, P2O6 3 ", or PiOg 4 ', is biologically active in 



vivo and that is attached to the phosphorus atom in Formula I via an oxygen atom, with the proviso that 
MPO3 2 * is not an FBPase inhibitor; 

wherein said compound of Formula I is converted to MPO3H2 by human liver microsomes; 

pharmaceutically acceptable prodrugs and salts of Formula I; 

and a pharmaceutically acceptable excipient. 

16. (New) A pharmaceutical composition comprising a compound of Formula I: 



V, W and W are independently selected from the group consisting of hydrogen, alkyl, aralkyl, 
alicyclic, aryl, substituted aryl, heteroaryl, substituted heteroaryl, 1-alkenyl, and 1-alkynyl; or 

together V and Z are connected via an additional 3-5 atoms to form a cyclic group containing 5-7 
atoms, wherein the cyclic group optionally contains one heteroatom and is substituted with a hydroxy, 
acyloxy, alkoxycarbonyloxy, or aryloxycarbonyloxy group attached to a carbon atom that is three atoms 
away from both oxygen atoms that are attached to the phosphorus atom; or 

together V and Z are connected via an additional 3-5 atoms to form a cyclic group wherein the 
cyclic group optionally contains one heteroatom, and is fused to an aryl group, at the beta and gamma 
position to the oxygen attached to the phosphorus; or 

together V and W are connected via an additional three carbon atoms to form an optionally 
substituted cyclic group containing six carbon atoms and is optionally substituted with one substituent 
selected from the group consisting; of hydroxy, acyloxy, alkoxycarbonyloxy, alkylthiocarbonyloxy, and 



V 




Formula I 



wherein: 
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aryloxycarbonyloxy groups, wherein such substituent is attached to one of said carbon atoms that is 
three atoms away from an oxygen attached to the phosphorus atom; or 

together Z and W are connected via an additional 3-5 atoms to form a cyclic group, optionally 
containing one heteroatom, and V must be aryl, substituted aryl, heteroaryl, or substituted heteroaryl; 

together W and W are connected via an additional 2-5 atoms to form a cyclic group, optionally 
containing 0-2 heteroatoms, and V must be aryl, substituted aryl, heteroaryl, or substituted heteroaryl; or 

Z is selected from -CHR 2 OH, -CHR 2 OC(0)R 3 , -CHR 2 OC(S)R 3 , -CHR 2 OC(S)OR 3 , 
-CHR 2 OC(0)SR 3 , -CHR 2 OC0 2 R 3 , -OR 2 , -SR 2 , -CHR 2 N 3 , -CH 2 (aryl), -CH(aryl)OH, 
-CH(CH=CR 2 2 )OH, -CH(OCR 2 )OH, -R 2 , -NR 2 2 , -OC(0)R 3 , -OC0 2 R 3 , -SC(0)R 3 , 
-SC0 2 R 3 , -NHC(0)R 2 , -NHC0 2 R 3 , -CH 2 NH(aryl), -(CH 2 ) p OR 12 , and -(CH 2 ) P SR 12 ; 

R is selected from the group consisting of R and hydrogen; 

R 3 is selected from the group consisting of alkyl, aryl, alicyclic, and aralkyl; 

R 12 is selected from the group consisting of hydrogen, and lower acyl; and 

p is an interger 2 or 3; 

with the provisos that: 

a) V, Z, W, and W are not all hydrogen; and 

b) when Z is -R 2 , then at least one of V, W, and W is not hydrogen, alkyl, aralkyl, or 
alicyclic; and 

M is selected from the group that, attached to P0 3 2 ", P 2 0 6 3 \ or P30 9 4 " 5 is biologically active in 
vivo and that is attached to the phosphorus atom in Formula I via a nitrogen atom, with the proviso that 
MPO3 2 " is not an FBPase inhibitor; 

wherein said compound of Formula I is converted to MPC>3H 2 by human liver microsomes; 

pharmaceutically acceptable prodrugs and salts of Formula I; 

and a pharmaceutically acceptable excipient. 

1 7. (New) A pharmaceutical composition comprising a compound of Formula I: 
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wherein: 

W and W are independently selected from the group of H, alkyl, aralkyl, alicyclic, aryl, 
substituted aryl, heteroaryl, substituted heteroaryl, 1-alkenyl, and 1-alkynyl; 

V is selected from the group of aryl, substituted aryl, heteroaryl, substituted heteroaryl, alkynyl 
and 1-alkenyl; 

Z is selected from -CHR 2 OH, -CHR 2 OC(0)R 3 , -CHR 2 OC(S)R 3 , -CHR 2 OC(S)OR 3 , 
-CHR 2 OC(0)SR 3 , -CHR 2 OC0 2 R 3 , -OR 2 , -SR 2 , -CHR 2 N 3 , -CH 2 (aryl), -CH(aryl)OH, 
-CH(CH-CR 2 2 )OH, -CH(C=CR 2 )OH, -R 2 , -NR 2 2 , -OC(0)R 3 , -OC0 2 R 3 , -SC(0)R 3 , -SC0 2 R 3 , - 
NHC(0)R 2 , -NHC0 2 R 3 , -CH 2 NH(aryl), -(CH 2 ) p OR 12 , and -(CH 2 ) P SR 12 ; or 

together V and Z are connected via 3-5 atoms to form a cyclic group, optionally containing 1 
heteroatom, that is fused to an aryl group at the beta and gamma position to the oxygen attached to the 
phosphorus; 

p is an integer 2 or 3; 

R 2 is selected from the group of R 3 and -H; 
R 3 is selected from the group of alkyl, aryl, alicyclic, and aralkyl; 
R 12 is selected from the group consisting of hydrogen, and lower acyl ; and 
wherein said compound of formula I is converted to MPOsH 2 by human liver microsomes, with 
the proviso that MPO3 2 " is not an FBPase inhibitor; 

pharmaceutically acceptable prodrugs and salts of Formula I; 
and a pharmaceutically acceptable excipient. 
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18. (New) A pharmaceutical composition comprising a compound of Formula I: 

V 

O O 

V 

M 

O 

W W 
Formula I 

wherein: 

V, W and W are independently selected from the group of -H, alkyl, aralkyl, alicyclic, aryl, 
substituted aryl, heteroaryl, substituted heteroaryl, 1-alkenyl, and 1-alkynyl; 

Z is selected from the group of: -CHR 2 OH, -CHR 2 OC(0)R 3 , -CHR 2 OC(S)R 3 , -CHR 2 OC0 2 R 3 , 
-CHR 2 OC(0)SR 3 , -CHR 2 OC(S)OR 3 , -CH(aryl)OH, -CH(CH-CR 2 2 )OH 5 -CH(C^CR 2 )OH, -SR 2 5 - 
CH 2 NHaryl, -CH 2 aryl; or 

together V and Z are connected via 3-5 carbon atoms to form a cyclic group, optionally 
containing heteroatom, substituted with hydroxy, acyloxy, alkoxycarbonyloxy, or aryloxycarbonyloxy 
attached to a carbon atom that is three atoms from an oxygen attached to phosphorus; 

2 3 ' ' 

R is selected from the group of R and H; 

R 3 is selected from the group of alkyl, aryl, alicyclic, and aralkyl; 

wherein said compound of formula I is converted to MP0 3 H 2 by human liver microsome's, with 
the proviso that MP0 3 2 ' is not an FBPase inhibitor; 

pharmaceutically acceptable prodrugs and salts of Formula I; 
and a pharmaceutically acceptable excipient. 

19. (New) A pharmaceutical composition comprising a compound of Formula VIII: 
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M 




VIII 



wherein: 



Z' is selected from the group of -OH, -OC(0)R 3 , -OC0 2 R 3 , and -OC(0)SR 3 ; 

D 4 and D 3 are independently selected from the group of -H, alkyl, -OR 2 , -OH, arid -OC(0)R 3 ; 



R 3 is selected from the group of alkyl, aryl, alicyclic, and aralkyl; 

wherein said compound of formula l is converted to MP0 3 H 2 by human liver microsomes, with 
the proviso that MP0 3 2 " is not an FBPase inhibitor; 

and pharmaceutical^ acceptable prodrugs and salts of Formula VIII; 
and a pharmaceutically acceptable excipient.- 

REMARKS 

Claims 2-13 are pending. Upon the entry of this amendment, claims 2-19 will be pending. 
Support for these new claims can be found throughout the specification, for instance at pp. 49-5 1 and p. 



Brobeck, Phleger & Harrison LLP 
12390 El Camino Real 
San Diego, C A 92130-2081 
Direct Dial: (858)720-2500 
Facsimile: (858)720-2555 



with the proviso that at least one of D 4 and D 3 are -H; 
R is selected from the group of R andH; 



Respectfully Submitted, 




Jessica R. Wolff 
Reg. No. 37,261 
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